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Status 
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3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
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Application Papers 
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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1 .1 14, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1 .1 14, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1 .1 14. Applicant's submission filed on 
01/20/06 has been entered. 

Receipt is also acknowledged of the amendments and remarks filed on 1 1/21/05. 
Claims 33-49 have been added while no claims have been cancelled. Claims 11,16, 
19, 21, 26 and 28 have been amended. Accordingly claims 1 1-49 are pending. 



Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claims 1 1 , 14-23, 26-30, 33-34, 39-49 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Cutie (6,129,905) in view of Tzou et al (5,776,433). 

Cutie teaches aerosol formulations for mucosal and/or topical administration 
containing one or more drugs and a sugar as a dispersant in a pharmaceutical^ 
acceptable propellant. Metered dose inhalers suitable for delivering such formulations 
are also disclosed. Cutie discloses that in an aerosol drug formulation the drug may be 
dissolved in the propellant (col. 1, lines 24-29). In a solution formulation, a cosolvent 
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may be added to enhance drug dissolution (col. 2, lines 3-10). The formulations may 
contain ethanol up to 5% of the formulation (col. 5, lines 5-9). Drugs which may be 
administered via the said formulations include flunisolide, beclomethasone, 
triamcinolone, budesonide (col. 4, lines 25-35). The said formulations may contain 
excipients such as antioxidants (col. 5, lines 31-34). The formulations may be filled into 
conventional aerosol containers using conventional filling equipment well known to 
those skilled in the art (col. 5, lines 40-45). Examples such as example 5, 7, 8 and 1 1 
show formulations comprising an active agent such as triamcinolone or flunisolide, 
ethanol and propellant. Cutie lacks disclosure on specific antioxidants such as butylated 
hydroxyanisole and the canister specifics. 

Tzou teaches flunisolide aerosol formulations comprising a therapeutically 
effective amount of flunisolide in solution with ethanol and a propellant selected from the 
group consisting of 1 ,1 ,1 ,2-tetrafluoroethane, 1 ,1 ,1 ,2,3,3,3-heptafluoropropane and a 
mixture thereof used for the treatment of bronchial asthma. The formulations may be 
delivered by a metered dose inhaler with a canister that is inert to flunisolide (see 
abstract). Tzou discloses that NASALIDE® nasal solution comprises excipients such as 
butylated hydroxyanisole (col. 1 , lines 17-26). It is also disclosed that in the formulations 
of the invention, the flunisolide is fully dissolved and the formulation is free from 
undissolved flunisolide (col. 2, lines 36-40). Aerosol canisters equipped with 
conventional valves, preferably metered dose valves (col. 3, lines 45-50). Conventional 
aerosol canisters can be used to contain a formulation of the invention. The 
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formulations are contained within a glass aerosol vial or an aluminum aerosol vial 
having an interior formulation chamber coated with a resin that is inert to flunisolide and 
preferably does not absorb flunisolide from the formulation. Suitable resins for coating 
the formulation chamber include materials commonly employed as interior can coatings, 
such as epoxy resins (e.g. epoxy-phenolic resins and epoxy-urea formaldehyde resins). 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made given the general formulations of Cutie on solution formulations of 
corticosteroids for inhalation and treatment of respiratory disorders to have looked in the 
art for specific antioxidants and specific aerosol canisters that would improve stability 
and efficiency of the inhaled formulations as taught by Tzou. 

Claims 35-38 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Cutie (6,129,905) in view of Tzou et al (5,776,433) as applied to claims 11, 14-23, 26- 
30, 33-34, 39-49 above, and further in view of Riebe et al (6,558,651). 

Cutie and Tzou, discussed above, lack specific disclosure on the inner surface of 
the metered dose being composed of anodized aluminum or stainless steel. 

Riebe et al teaches aerosol formulations and the suitable canisters for metered 
dose inhalers. The formulations may be filled into canisters capable of withstanding the 
vapor pressure of the propellant, such as plastic, plastic-coated glass bottle or 
preferably a metal can, for example an aluminum can which may be anodized, 
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lacquer-coated and/or plastic coated, which container is closed with a metering valve. 
The MDI can may be a coated metal can such as aluminum or stainless steel (see 
col. 5, lines 20-55). 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made given the general formulations of the combined references of Cutie 
and Tzou on solution formulations of corticosteroids for inhalation and treatment of 
respiratory disorders filled into conventional metered dose inhalers to have looked in the 
art for specific aerosol canisters that would improve stability and efficiency of the 
inhaled formulations as taught by Riebe et al. 

Claims 11, 14-19, 21-23, 26, 28-30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Rovee et al (4,185,100) in view of Cutie (5,891,419). 

Rovee teaches a pharmaceutical composition for topical treatment of skin 
disorders comprising an anti-inflammatory corticosteroid. The suitable corticosteroids 
include triamcinolone acetonide (col. 2, lines 62-68). The solvents include ethanol and 
propylene glycol (col. 3, lines 25-26 and tables A and F). The suitable anti-oxidants 
include butvlated hvdroxvtoluene (col. 4, lines 41-44; col. 5, lines 45-47). Table F 
discloses propellant for aerosol formulations. Rovee lacks specific disclosure on HFA 
propellants. 

Cutie teaches aerosol formulations for oral inhalation containing flunisolide 
dispersed in HFC 134a and/or HFC 227 . and metered dose inhalers suitable for 
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delivering such formulations. Said formulations contain small amounts of ethanol . 
Cutie teaches that ethanol may be included in an amount effective to wet and aid in 
dispersing the flunisolide in the formulation, without dissolving the flunisolide in the 
formulation (col. 3, lines 39-42). The formulations also contain antioxidants (col. 4, line 
43). Cutie discloses that said formulations are suitable for treating respiratory disorders 
such as bronchial asthma (col. 3, lines 43-45). 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made given the general formulations of Rovee et al to have looked in the 
art for specific propellants which are better suited for environments and patients, as 
taught by Cutie et al, with a reasonable expectations of successfully preparing safe and 
effective aerosol preparations. It is well known in the art, as shown by Cutie and others 
that over the past decade or so CFC propellants have been replaced by HFA 
propellants, and thus use of HFA propellants is not a support for patentability. 

Claims 11, 15-23, are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Keller et al (WO 9834595). 

Keller teaches medical aerosol formulations which comprise an active agent, a 
propellant mixture, a cosolvent and other optional additives. The suitable active agents 
include budesonide available in an amount of from 0.001 to 5% by weight (page 16, line 
2 and page 17, line 30 to page 18, line 2). The preferred cosolvents, which are 
particularly advantageous in the solution formulations, include ethanol and propylene 
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glycol which are generally available in an amount of 0.1 to 30% by weight (page 19, 
lines 11-28 and claims). The propellants include HFA 134a and HFA 227 . generally 
available in an amount of at least 64% (claiml 1 ). Keller discloses use of vitamin E in the 
formulation (as an active agent). 

Keller also discloses that the active agent can be used in a pharmaceutically 
acceptable salt form (page 17, lines 26-29). 

Although Keller does not disclose use of vitamin E as an antioxidant, Keller 
discloses their use in the formulation. Vitamin E is a known antioxidant and thus 
preparing such formulations would have been a logical extension of the teachings of 
Keller, and that said modifications would have been obvious to one of ordinary skill in 
the art. 

Claims 12-15, 20, 24-25, 27, 31-32 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Cutie (6,129,905) in view of Tzou et al (5,776,433) and further in view 
of Radhakrishnan et al (5,192,528). 

Cutie, discussed above, lacks disclosure on specific antioxidants and 
budesonide. 

Radhakrishnan teaches corticosteroid inhalation treatment methods of delivering 
a therapeutic dosage of corticosteroid drug to the lungs. The corticosteroids include 
flunisolide, budesonide, etc (col. 4, lines 14-25). The formulation (described in example 
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1) is formed by adding alpha-tocopherol with the corticosteroid and lipids (col. 4, lines 
34-37). 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made given the general formulations of Cutie for inhalation administration 
of corticosteroids and antioxidants, to have looked in the art for more specific 
antioxidants suitable for combination with corticosteroids for inhalation, as taught by 
Radhakrishnan, with reasonable expectations of successfully preparing stable and 
effective formulations. Furthermore it would have been obvious to a person of ordinary 
skill in the art to have chosen other corticosteroids such as budesonide or other 
antioxidants such as ascorbyl palmitate. 

Double Patenting 

The provisional rejection of claims 1 1-32 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims of copending 
Application No. 10/244,519 is maintained. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Response to Arguments 

Applicant's arguments filed on 1 1/21/05 have been fully considered but they are 
not persuasive. 
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Applicant argues that Rovee et al does not teach the claimed compositions 
because Rovee does not teach antioxidants in the formulations as claimed and does not 
specifically teach the HFA propellants. This is not persuasive because the claims are 
drawn to a formulation comprising a corticosteroid, an antioxidant and a 
propellant/cosolvent vehicle. Rovee teaches the antioxidants in an aqueous/alcoholic 
solution, as mentioned by the applicant (see Remarks page 10, lines 15-16). Also 
disclosed are the solutions of corticosteroids. Aerosol formulations are taught, without 
mention of HFA propellants. However, as shown by Cutie addition of HFA propellants is 
well known and widely practiced in the art. Thus a combination of Rovee and Cutie 
meets all the limitations of the said claims. 

Applicant argues that Keller et al is disclosing a fluorinated alkane propellant and 
carbon dioxide. Applicant is referring to Examples 4 and 5 which disclose a steroid in 
the presence of an HFA/C02 propellant. This is not commensurate with the scope of 
the claims. Instant claims are formulation claims which use the open language of 
"comprising". Use of C02 in the instant formulations is not excluded . It is also noted that 
the amount of C02 in Keller's formulations is very very small (0.001 %). It is almost 
impossible to determine that the claimed formulations do not contain 0.001% C02. Thus 
it is considered that Keller reference is meeting all the limitations of the rejected claims. 

Applicant argues that in Cutie's reference ethanol is "to prevent dissolution" of 
the flunisolide. Applicant further states that "this disclosure is directly at odds with the 
present invention wherein a cosolvent (e.g. ethanol) is used to dissolve the active 
ingredient in the propellant". Although the statement is correct, the argument is not 
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persuasive. Cutie teaches that ethanol should be added at a level not to dissolve 
flunisolide in the formulation. This is clearly teaching one of ordinary skill in the art that if 
more ethanol is used flunisolide is dissolved and that the resulting formulation is a 
"solution". 

Applicant argues that Radhakrishnan et al does not compensate for the 
deficiencies of Cutie. This is not persuasive because as stated in the rejection, Cutie 
lacks specific disclosure on the use of specific antioxidants, and Radhakrishnan teaches 
the specific antioxidants in similar formulations. The fact that Radhakrishnan is teaching 
suspensions does not teach away from addition of specific antioxidants. It is noted that 
Cutie discloses addition of antioxidants. Radhakrishnan was used as a support to teach 
specific antioxidants known in the art. 

With regard to the double patenting rejection over the copending application, 
U.S. 10/244,519, Applicant argues that if the co pending application is not yet in 
condition for allowance, the said rejection should be with drawn. Applicant is correct and 
the provisional double patenting rejection in (the two co-pending applications) the 
application placed in condition for allowance first, will be withdrawn. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mina Haghighatian whose telephone number is 571- 
272-0615. The examiner can normally be reached on core office hours. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary L. Kunz can be reached on 571-272-0887. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Mina Haghighatia 
April 13, 2006 




SUPERVISORY WTENT 




